TUNEL Paraffin-embedded tissue sections were rehydrated, treated with protease K, and stained for 1 hour at 37°C using the in Situ Death Detection TUNEL Kit (Roche 11684795910). The fluorescent images were taken under a Zeiss LSM710 confocal microscope.Small intestine tissue from WT mice 24 hours after 10 Gy irradiation was used as positive control.
Tissue lysate preparation, Western blot and quantitation Preparation of cell and tissue lysates and Western blotwere performed as previously described(1). IRE1α phosphorylation was measured by a Phos-tag-based Western blot method (1-3). Antibodies used in this study were: HSP90 (rabbit, 1:6,000), GRP78 (goat, 1:1,000), Lysozyme C (goat, 1:1000 from Santa Cruz; IRE1α (rabbit, 1:2000),PERK (rabbit, 1:2,000), (p-S51)-eIF2α (rabbit, 1:2,000), Caspase-3 (rabbit, 1:1000), eIF2α (rabbit, 1:2,000)from Cell Signaling; Sel1L (rabbit, 1:2,000), OS9 (rabbit, 1:10,000) from Abcam; Hrd1 (rabbit, 1:8,000) from Novus Biologicals; ERP57 (rabbit, 1:2,000) from Assay Design;RegIIIγ (rabbit, 1:3000) was a kind gift from Dr. Lora Hooper (UT Southwestern). Band density was quantitated using the Image Lab software on the ChemiDOC XRS + system (Bio-Rad). Protein levels were normalized to HSP90 and are presented as mean ± SEM unless otherwise specified. Data points were collected from various tissue and cell samples in several independent experiments, including all those shown in this paper.
RNA extraction, RT-PCR for
Xbp1 mRNA splicing and qPCR Total RNA were extracted from mouse tissues and cells using Trizol and RNA miniprep kit (Sigma RTN350) with DNaseI digestion (Roche). RNA quality was determined by measuring the OD260/280 and visualized on an agarose gel. RT-PCR were performed as previously described (1). Percent of Xbp1 mRNA splicing defined as the ratio of Xbp1s level to total Xbp1 (Xbp1u +Xbp1s) levels was quantitated using a ImageLab software.All qPCR data for mouse tissues and cells were normalized to ribosomal l32 gene in the corresponding sample. Q-PCR primer sequences are listed in Table  S2 . Table S1 . Enteric mucosal grading scheme for human biopsy samples. 
Chronic inflammatory cell infiltrate

